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piTM ARKS/AR GUMENTS 



qtahifi of the Claims 

Claims 12-19 were rejected. Claims 1-1 1 were withdrawn from consideration as being 
drawn to non-elected inventions and have beer, cancelled without prejudice or disclaimer. 
Applicants reserve to right to pursue these claims in a continuation or divisional application. 
Claims 1 2-13, 15-17, and 19 have been amended. Claims 12-1 9 are pending in the present 
application. 

Amendments to the Claims 

Claims 12-13, 15-17, and 19 have been amended to more clearly define the invention. 
Support for these amendments can be found throughout the specification and in the originally 
filed claims. 

Claim 12 and its respective dependent claims have been further amended to recite at 
least one filter." Support for this amendment can be found throughout the specification and in 
the originally filed claims. See, for example, page 6, lines 1-25 and page 8. lines 7-20. Claim 12 
and claims dependent thereon have also been amended and now no longer recite "a combining 
means." Support for this amendment can be found throughout the specification. See, for 
example, page 11. lines 1-19. These amendments were made to clarify the claimed subject 
matter and do not narrow the scope of the claims. 

No new matter has been added by way of these amendments. Reexamination and 
reconsideration of the claims, as amended, is requested. 

The Obiecti ™ tn the Specification Should Be Withdraws 

The Examiner has objected to the use of trademarks in the application. The specification 
has been amended such that each trademark is followed by a proper trademark symbol, as 
required by MPBP 60B.01(v). In light of these amendments to the specification, the objection 
has been obviated and should be withdrawn. 
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^ ?rjr ^ ^ r^c, Inder 35 U.S.C j1l2^ a d P^ph, Should Be Withdrawn 

Claims 12-19 were rejected under 35 U.S.C § 112. second paragraph, as bem B indefinite 
for failing to particularly point out and distinctly claim the subject matter which Applicants 
regard as the invention. This rejection is respectfully traversed. 

Claim 12 was rejected as indefinite for use of the tern, "aPEG." The Examiner is 
reminded that the definiteness of claim language is to be analyzed in light of the specification. 
MPEP § 2173.02. The term "aPEG" is expressly defined in the specification as "polyethylene 
glycol (PEG) and molecules related to PEG that have been activated so as to be capable of 
chemically modifying proteins, peptides, or other molecules" (page 4. lines 18-20). Thus, 
contrary to the Examiner's assertion, the term "aPEG" is not indefinite to one of skill in the art m 

light of the specification. 

While claim 12 was not indefinite as originally submitted, the claim has been amended to 
further prosecution Specifically, claim 12 has been amended in accordance with the Examiner's 
suggestion to recite "an activated polyethylene glycol (aPEG)" at the first use of the term. In 
light of this amendment, the rejection under 35 U.S.C. § 1 12, second paragraph, should be 
withdrawn, 

Similarly, claim 13 was rejected as indefinite for use of the term "POE " Again, tins 
abbreviation is not indefinite in light of the specification. The Examiner's attention is drawn to 
page 2, line 1. which clearly states that by "POE" is intended "the activated PEG molecule 
polyoxyethylene." Again, while claim 13 satisfies the requirements of 35 U.S.C. § 1 12, second 
paragraph, as originally submitted, the claim has been amended to further prosecution. In 
accordance with the Examiner's suggestion, claim 13 now recites "wherein ihe aPEG is 
polyoxyethylene (POE) " Therefore, the rejection should be withdrawn. 

Claim 16 was rejected as vague for use of the abbreviation "EU." In contrast to the 
Examiner's assertion, the term "EU" is a standard unit of measure for quantitation of endotoxin 
levels and is commonly used in microbiology, and, thus, one of skill in the art would clearly 
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ma erstand its meaning. AppUcaot* — ft* the term W <. ™. indefinite, - A 
this rqection should be withdrawn. 

CkkiU* rejected for MM. *r - - »• " 4 

Sneddon, would allow one of «■ in the a« . clearly underhand the — • 

should be withdrawn. 

The Examner further rejected claims 12 and 15 under 35 U.S.C. § 112. aecond 
p8W a»>, for „^u m '*~WM><*-*- P and '—aUy ^ 
endotol cor— level," SpcciHcally. the Examine, maintains that i. ts unclear 
ofc.mamma.ionUpennmedbecause-d.eterrn -substantially' i» relative ten* ^ rend* 
, te mete, and bounds of ft. claims Wntf <P>6* 3. Office Ac«on maued u y ,, 2O03> 
lExaminerisremindedthatmeuse of relative terminology such a* "suhstannally a clam, 

racMng inc., 73! F.2d 818. 221 USPQ S68 (Fed. Or. 198*). Rafter, the .sane . whefter 
MM in me art would understand what is claimed in light of the 

Here, the specification provides sufficient guidance to allow one of stall m the art to 

feduedons in bacterial hioburden and endotoxin lev.*, as well a, ^ 
oetennmingthese.eve.s. See page 7..** 11-28. Furthermore, the spec.ficaUon urates that 
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hemoglobin and aPEG solutions that are substantially free of contaminants or have substantially 
reduced endotoxin levels are ones that are Noninfectious" (page 8, line 5) and are 'character^ 
by not inducing pathophysiological effects characteristic of the presence of contaminants upon in 
vrvo administration to a subject" (page 7. lines 30-31). Thus, contrary to the Examiner s 
assertions, given the significant guidance provided in the specification, one of skill » the art 
could ascertain the scope of claims 12 and 15. In light of the specification and above d.scuss.on. 
Applicants submit that claims 12 and .15 satisfy the requirements of 35 U.S.C. § 112, second 
paragraph, and, therefore, the rejection should be withdrawn. 

The Examiner rejected claim 17 as indefinite for use of the language 'micron micron." 
Applicants have amended claim 17 to correct this typographical error. 

Claim 19 was rejected for indefmiteness for lack of antecedent basis for the term 
"combining means." Claims 12 and 19 have been amended and no longer recite "combining 
means." This amendment has obviated the rejection under 35 U.S.C. § 112. second paragraph. 

Claim 17 was further rejected for indefiniteness for use of the trademark "Nylon 66 
Posidyne" filter as a claim limitation. The claim has been amended and now recites only the 
generic term "nylon filter." In light of the claim amendment, this rejection has been obvxated 

and should be withdrawn . 

In view of the claim amendments and the above discussion, claims 12-19 particularly 
point out and distinctly claim the subject matter that Applicants regard as the invennon 
Accordingly, the rejectionof the claims under 35U.S.C. § 112, second paragraph, shouldbe 

withdrawn. 
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^ Ur,^ IIP S r § I 02 Should Bifflife 
Claims 12-16and ,8were rejected under 3SU.S.C. § 102(b) as being animated by 

Talarico « al. (2000) Stoato. A- I** »*• ™ S ^ Wti0n " reSPe<!,My 

"""" Cbh» 12-19 no drawn to .method of preparing .chemically modified hemoglobm 
solution M U substantially free of contaminants comprising dissolving » 

of contaminants, and combining the filtered aPEG solution with a hemoglobin solution Thus 
the claimed me*«U require that ti,e aPEG must fta, he diaaolvcd in apptopriate solvent and 
then filtered before using the aPEG solution to chemically modify hemoglobm. 

A prima facie case of anticipation under 35 U.S.C. § .102 has not been established. 
According to the Federal Circuit, "anticipation requires the disclosure in a single prior tut 
reference of each element of the claim under consideration." W.L Gore *Am~ v. M 
I M 721 F 2d 1540. 220 USPQ 303 (Fed. Or. 1983). Talarico « at teach a method of 
producing a PEGylated hemoglobin composition comprising modifying a pyridoxalated stroma- 
Lhemoglobinwi,hanaPEO,foUowedbypurUicationofthemodined hemoglobin sohmon to 
remove residual reactams and contaminants. In contrast * the claimed method, the ctcd 
reference does no. teach first dissolving the aPEO in a solvent in which it is stabile and men 
filtering the aPEG solution prior to combirong it with the hemoglobin solution. In fact, the etted 

^powder or absolution. Bamer. Talarico***. merely state that "v.rio M molar e~f 
PEG to pyridoxalated bemogiohin were reacted inbufftf- (pages 54-55) and do notteach or 
suggest dissolving the aPEG in a solvent and filtering the aEPG solution prior » combuung « 
with the hemoglobin, as required by the claimed methods. 

The Examiner is reminded that a claim is anticipated only if "each and eve* hm.tat.on • 
found either expressly or inherently ina single prior art reference." 

toWW Corp., 150F.3d 1354.47USPQ2d l516(Fed. Cir. i99 8 ). As discussed abov^ 
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Mor»ver,^ven.h»«m»yaPEG SOT >abi.ei I ,w a U.^.a S a„ S ufcpriorto*=p.e«m 
invention aPEGs were typically added to hemoglobin solutions in a powdered form, tlte clam 
.station a, issue is also no, inherently disOosed * the cited reference. Th„, ahhough Talanco 
^teachameftodforproducing.chenucallym^^^ 

anticipator, because Talarico e, al. do no. teach each and every step of Ore claimed method. 
Specific*. Ore dM reference does no, teach a me<hc4 o,produci,g a cl^caUy modtfied 
hemoglobin comprising dissolving an aPEG in a aolven, in which i, is sttble and filtenng the 
resulting aPEG solution prior to combining i, with a hemoglobin solution. Therefore, the 
Examiner has failed to establish a,™*/** case of anticipation, and the rejection of churns 
12-16 and 1 6 under 35 U.S.C. 1 102(b) should be withdrawn. 

■^..- ^n. nf .h. dafan, Tlnrlrr V ^l* C <j W Should Be TOtou 

Claims 12, 17, and 19 were rejected under 35 U.S.C. § 103 asbeing unpatetttable over 
Talarico „ al. (2000) Biochim. Biophys. Ac* 1476: 53-65 in view of Feola « al. (U.S. Patent 
No 5 439,882). This rejection is respectfully traversed. 

' ' as discussed above, Talarico a al. disclose a method for producing a PEGylated 

filtered aPEG solution. Feola e, al. disclose a composition and method directed to . blood 
substitute comprising a hemoglobin that is cross-Hnked tatramolecularly with period.te-ox,d,zc4 
ATP (o-ATP) and intermolecularly with periodate-oxidfced adenosine (o-ade»osme). Feola* 
al further te.cn the use of a 0.2 micron Posidyne® filter to remove contaminants front the 
exacted hemoglobin solution prior tn its chemical modification with o-ATP and o-adenostne. 

\ prima facie case of obviousness requires some suggestion to combme the cted 
references to arrive a, the claimed invention and a reasonab.e expectation of 
eombination. The claimed invenrion in the instant case is amethod of preparmg a chem-c^y 

a solvent in which the aPEG is stabile, filtering the aPEG solution to substanUaHy redu* £ 
Lelof cnntanunanK, and combining fUtered aPEG solutionwith ahemoglob.n soluhon. 
Dependent claim 17, as .mealed, further emprises filtering the aPEG solutton through a 0.2 



Received ftom< 91 9S62E60 > at 1*1)03 J:H:45 PM [Eastern Cayligtri Time) 



OCT. -01' 03 (WED) 15:50 TEL : 9 1 98622260 P. 01 



Appl.No.: 09/934,300 

Filed: 8/21/01 

Page 12 



micronnyionmte, X^r^*™^'^*'^^™ 

con— n™^^^^ 

com^gcombiningar. aPEGwith ahemogtobinsonmo, ^^^1 
^^.do M .. e aoho r6UB g= S . te «^aPEGina 5 o l v W , i nw tehl . IS ^ 

« 41ta ,B-h I lb.«a-**« Prior ,««hw»hd-»«^-««- 

^dbytheciaimedinven^ aPEGsweretypKai, *Wedto 

^benafiUeredtfEOsotunonis^^^ 

processed to remove * lb. same — • *~ » " m ** 

„ferer*e that a aaMe aPEG sohttior, couid be produced, mtered, and successfully us* to 

^r^acboniyam^^ 
— cuiariy^ho-ATP^^ 

no. teach or suggest the use of an aPEG to ehen.ica.ty modify hemogiobm and. thus. obv»usl, 
present invention. T*us, given that neither reference teaches or suggests 

combine the cited references to obtain the claimed ravenhon 
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P^ermore. M 0» U insufficient —on . — « *«-»»"■ «" 

21 to the present K was no, Known that a «able aPEG sohmon «* * 

—.10.0^^^^ 

te hands ore,. public m * P ™°fi*>° — 35 usc § 103 *" 

been established. ,K„ c , aim i7i S0 b«o» ! ii.Ughtofthefilteri a aghtbyF e ol. 
Tk. Evaminer further asserts thai claim 1 / is oovrou» m u B 

■ ♦ AntnAe extracted, unmodified hemoglobin fraction. The Examiner 
remove contaminants from the extracted, unm the filter disclosed by 

I * h tin Feola«*l disclose only the as. of .0.2 micron Alter ,o remove 

Moreover, the mere (act that Feola «/- wouW tave bcen ^feated to 

i ~ njytsn \tt a solvent in which it is staoic, lin^i vu^ «** 
dissolve an aPfco m a suivcm u, ™«f rtr e claim 17 is not 

^ and then use me mtered .PEG solution to mod* hemoglobin. Therefore. Caun 

obvious in view of the cited references. 

F or the rea^ns presented above, the Examiner has failed » - 
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view of the cited references and request that the rejection 
U.S.C. § 103(a) be withdrawn. 



of claims 12, 17, and 19 under 35 



^nisin.USlONS 

19. Early notice to this effect is solicited. 

• „f time or fees for net addition of claims are required, 

Account No. 16-0605. 

Respectwll)^»bmitted,0 

Michelle L. Cunningham 
Registration No. 51,072 

Customer No. 00826 
ALSTON & BIRD LLP 

Bank of America Plaza 

101 South Tryon Street, Suite 4000 

Charlotte, NC 28280-4000 

Tel Raleigh Office (919) 862-2200 . 
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